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1. 4,841,025, Jun. 20, 1989, Antibody preparations; Stephen P. 

Cobbold, et al., 530/387.3; 424/133.1, 141.1, 154.1, 155.1; 530/388.1, 

388.2, 388.7, 388.75, 388.8, 412, 413, 808; 935/107, 110 : IMAGE 
AVAILABLE : 



=> d 11 1 elm 
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CLAIMS : 



CLMS ( 1 ) 



We claim: 



1. A monoclonal antibody preparation, comprising intact IgG antibody 
molecules having a single binding activity, which activity is in respect 
of a cell surface antigen of a target cell, and having only one of the 
two light chains which will bind to the antigen, the other non-binding 
light chain being characteristic of a cell not specifically to the 
antigen from which the source hybridoma derives, the proportion of such 
antibody molecules relative to IgG antibody molecules having two light 
chains which will bind to the antigen being about 10:1 or more to thereby 
produce an enhancement of the binding activity of the mixture of the 
antibody molecules as originally secreted. 

CLMS (2) 



2. A monoclonal antibody preparation, comprising intact IgG antibody 
molecules having a single . binding activity, which activity is in respect 



of a cell surface ani^gn of a target cell, and havinc^Mily one of the 
two light chains whic^^ill bind to the antigen, the ^B^r non-binding 
light chain being characteristic of a cell not specifically to the 
antigen from which the source hybridoma derives, said intact IgG antibody 
molecules being in an enhanced proportion of from about 10:1 to 1000:1 
relative to IgG antibody molecules in which both light chains will bind 
to the antigen. 

CLMS ( 3 ) 

3. A monoclonal antibody preparation according to claim 1, in which said 
proportion is 100:1 or more. 

CLMS (4) 

4. A monoclonal antibody preparation according to claim 2, in which said 
proportion is 100:1 or more. 

CLMS ( 5 ) 

5. A monoclonal antibody preparation according to claim 1, in which the 
IgG antibody molecules in which only one of the two light chains will 
bind to the antigen are substantially free from IgG antibody molecules in 
which neither light chain will bind to the antigen. 

CLMS ( 6 ) 

6. A monoclonal antibody preparation having activity against a cell 
surface antigen of a target cell, said preparation comprising intact IgG 
antibody molecules having two identical heavy chains specific for the 
antigen, a first light chain specific for the antigen and a second light 
chain which is non-specific for the antigen and which is characteristic 
of a cell not specifically to the antigen from which the source hybridoma 
derives, the proportion of such antibody molecules relative to IgG 
antibody molecules having two of said heavy chains and two of said first 
light chains specific for the antigen being about 10:1 or more to thereby 
produce an enhancement of the binding activity of the mixture of the 
antibody molecules as originally secreted. 

CLMS ( 7 ) 

7. A monoclonal antibody preparation having activity against a cell 
surface antigen of a target cell, said preparation comprising intact IgG 
antibody molecules having two identical heavy chains specific to the 
antigen, a first light chain specific for the antigen and a second light 
chain which is non-specific to the antigen and which is characteristic of 
a cell not specifically to the antigen from which the source hybridoma 
derives, the proportion of such antibody molecules relative to IgG 
antibody molecules having two of said heavy chains and two of said first 
light chains specific for the antigen being about 10:1 to 1000:1. 

CLMS ( 8 ) 

8. A monoclonal antibody preparation according to claim 6, in which the 
proportion is 100:1 or more. 

CLMS ( 9 ) 

9. A monoclonal antibody preparation according to claim 7, in which the 
proportion is 100:1 or more. 

CLMS (10) 



10. A monoclonal antibody preparation according to claim 6, in which the 
IgG antibody molecules having two identical heavy chains specific for 



ir^baen and a second 
light chain which is ^^^-specif ic for said antigen, aBBLubstantially 

free from IgG antibody molecules having two of said heavy chains specific 
for the antigen and two of said second light chains non-specific for the 
antigen . 

CLMS (11) 

11. A monoclonal antibody preparation according to claim 6, in which the 
preparation derives from a hybridoma produced by a fusion involving a 
myeloma which will impart to the hybridoma a light chain characteristic 
of the myeloma. 

CLMS (12) 

12. A monoclonal antibody preparation according to claim 1, in which the 
preparation is active against an antigen on the surface of a blood cell. 

CLMS (13) 

13. A monoclonal antibody preparation according to claim 12, in which 
the blood cell is a lymphocyte. 

CLMS (14) 

14. A monoclonal antibody preparation according to claim 1, in which the 
preparation is active against an antigen associated with the surface of 
neoplastic cells. 

CLMS (15) 

15. A monoclonal antibody preparation according to claim 6, in which the 
first and second light chains are serologically distinct. 
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SUMMARY: 

BSUM(46) 



Attempts to induce tolerance to allogeneic bone marrow donor cells using 



combinations of deple^^^f and non-depleting anti-CD4 a j^^ 

CD 8 monoclonal antiboi^B (mAb) resulted in only trans^Ht 

tolerance to MHC-compatible combinations (Cobbold et ai^^ 1992, Immunol 

Rev 129: 165; Qin et al.,, . . when MHC-disparate bone marrow was 

utilized (Cobbold et al., 1986, Transplantation 42: 239). Sharabi and 

Sachs attributed the failure of anti-CD4/CD8 mAb therapy alone to 

the inability of mAb to deplete T cells from the thymus, since persistent 

cells coated with. 

SUMMARY : 

BSUM(61) 

Recipient . . . detected with a second streptavidin antibody 
conjugated to PE (SA-PE) . The various subsets were analyzed using anti-T 
lymphocyte mAb (. alpha beta . TCR-PE, CD4-FITC, CD8-PE) , shown in 
FIG. 6A-6F, and anti-B lymphocyte (B220-FITC) , and anti-natural killer 
cell (NK1.1-PE) uAb displayed in 

DETDESC: 

DETD (21) 

The . . . for it to enhance stem cell engraftment. The facilitatory 
cells express a unique profile of cell surface markers: Thy-l.sup.+, 
CD3.sup.+, CD8.sup.+, CD45.sup.+ CD45R.sup.+, MHC class II.sup.+, 
CD4.sup.-, CDS. sup.-, CD14.sup.-, CD16.sup.-, CD19.sup.-, CD20.sup.-, 
CD56.sup.-, . gamma delta . -TCR. sup . - and . alpha .. beta . B-TCR . sup .- . These 
cells are a newly recognized stromal cell population that is. 

DETDESC: 

DETD (39) 

Recipients . . . minutes at 4. degree. C. Lineage typing was performed 
by two color flow cytometry using anti-B-cell (B220-FITC, Pharmingen) , 
anti-T cell (. alpha beta . -TCR-PE, CD4-FITC, CD8-PE, Pharmingen), 
anti-natural killer cell (NK1.1-PE, Pharmingen), anti-granulocyte 
(GR-1-FITC, Pharmingen), and anti-monocyte/macrophage (MAC-1-FITC, 
Boehringer Mannheim; Indianapolis, Ind. ) Mab. These lineage-specific Mab . 



US PAT NO: 5,514,364 : IMAGE AVAILABLE: L2 : 2 of 2 

SUMMARY: 

BSUM(45) 

Attempts to induce tolerance to allogeneic bone marrow donor cells using 
combinations of depleting and non-depleting anti-CD4 and 
CD 8 monoclonal antibodies (mAb) resulted in only transient 
tolerance to MHC-compatible combinations (Cobbold et al . , 1992, Immunol 
Rev 129:165; Qin et al . , 1990,. . . tolerance when MHC-disparate bone 
marrow was utilized (Cobbold et al . , 1986, Transplantation 42:239). 
Sharabi and Sachs attributed the failure of anti-CD4/CD8 mAb 
therapy alone to the inability of mAb to deplete T cells from the thymus, 
since persistent cells coated with. 

DRAWING DESC: 

DRWD ( 8 ) 

Recipient . . . detected with a second streptavidin antibody 
conjugated to PE (SA-PE) . The various subsets were analyzed using 
anti-T lymphocyte mAb (. alpha . .beta . TCR-PE, CD4-FITC, CD8-PE) , 
shown in FIGS. 6A-6F, and anti-B lymphocyte (B220-FITC) , and 



anti-natural killer (NK1.1-PE) uAb displayed in Fjjjg . 6G-6J. FITC 

and. 

DETDESC: 



DETD ( 19 ) 



The . . . for it to enhance stem cell engraftment. The facilitatory 
cells express a unique profile of cell surface markers: Thy-l.sup.+, 
CD3.sup.+, CD8.sup.+, CD45.sup.+ CD45R . sup . + , MHC class II.sup.+, 
CD4.sup.-, CDS. sup.-, CD14.sup.-, CD16.sup.-, CD19.sup.-, CD20.sup.-, 
CD56.sup.-, .gamma. .delta. -TCR. sup.- and . alpha .. beta . -TCR . sup .- . These 
cells are a newly recognized stromal cell population that is. 



DETDESC: 



DETD (37) 



Recipients ... at 4. degree. C. Lineage typing was performed by two 
color flow cytometry using anti-B-cell (B220-FITC, Pharmingen) , anti-T 
cell (.alpha. . beta . -TCR-PE, CD4-FITC, CD8-PE, Pharmingen), 
anti-natural killer cell (NK1.1-PE, Pharmingen), anti-granulocyte 
(GR-1-FITC, Pharmingen) , and anti-monocyte/macrophage (MAC-1-FITC, 
Boehringer Mannheim; Indianapolis, Ind. ) Mab. These lineage-specific Mab . 
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